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DETAILED ACTION 

Status of Application 

1 . The remarks and amendments filed on 02/1 3/09 are acknowledged. 

2. Claims 12-20, 22-25 and 31-32 are withdrawn from consideration. 

3. Claims 1 , 7, 9, 26 and 30 were amended. Claims 1 , 6-7, 9-1 1 , 21 , and 26-30 are 
included in the prosecution. 

Response to Arguments 
Rejection of claims 1-3 and 7-8 under 35 USC § 102(b) 

4. Applicant's arguments, see Page 7, filed 02/13/09, with respect to the rejection 
of claims 1 -3 and 7-8 under 35 USC § 1 02(b) as being anticipated by Villa et al. (WO 
00/76481 A1 ) have been fully considered and were found persuasive. The rejection of 
1 1/13/08 has been withdrawn. However, upon further consideration, a new ground of 
rejection is made in view of 

Rejection of claims under 35 USC § 103(a) 

5. Applicant's arguments, see Page 8, filed 02/13/09, with respect to the rejection 
of claims 4-5, 9-10 and 26 under 35 USC § 103(a) as being unpatentable over Villa et 
al. (WO 00/76481 A1) have been fully considered and were found persuasive. The 
rejection of 1 1/13/08 has been withdrawn. However, upon further consideration, a new 
ground of rejection is made over Halskov (WO 81/02671) in view of Valducci (US 
2002/0034541 A1). 

6. Applicant's arguments, see Page 10, filed 02/13/09, with respect to the rejection 
of claims 6 and 27-28 under 35 USC § 103(a) as being unpatentable over Villa et al. 
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(WO 00/76481 A1) in view of Augsburger et al. (US 2002/0177579 A1) have been fully 
considered and were found persuasive. The rejection of 1 1/13/08 has been withdrawn. 
However, upon further consideration, a new ground of rejection is made over Halskov 
(WO 81/02671) in view of Valducci (US 2002/0034541 A1) and further in view of 
Augsburger et al. (US 2002/0177579 A1). 

7. Applicant's arguments, see Page 10, filed 02/13/09, with respect to the rejection 
of claims 1 1 and 21 under 35 USC § 1 03(a) as being unpatentable over Villa et al. (WO 
00/76481 A1) in view of Valducci (US 2002/0034541 A1) have been fully considered 
and were found persuasive. The rejection of 1 1/13/08 has been withdrawn. However, 
upon further consideration, a new ground of rejection is made over Halskov (WO 
81/02671) in view of Valducci (US 2002/0034541 A1). 

8. Applicant's arguments, see Page 10, filed 02/13/09, with respect to the rejection 
of claim 29 under 35 USC § 103(a) as being unpatentable over Villa et al. (WO 
00/76481 A1) in view of Itoh et al. (US 5,194,464) have been fully considered and were 
found persuasive. The rejection of 1 1/13/08 has been withdrawn. However, upon further 
consideration, a new ground of rejection is made in over Halskov (WO 81/02671) in 
view of Valducci (US 2002/0034541 A1). 

9. Applicant's arguments, see Page 10, filed 02/13/09, with respect to the rejection 
of claims 29-30 under 35 USC § 103(a) as being unpatentable over Villa et al. (WO 
00/76481 A1) in view of Jurgens, Jr. et al. (US 5,316,772) have been fully considered 
and were found persuasive. The rejection of 1 1/13/08 has been withdrawn. However, 
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upon further consideration, a new ground of rejection is made over Halskov (WO 
81/02671) in view of Valducci (US 2002/0034541 A1). 

Claim Rejections - 35 USC § 103 

1 0. The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

1 1 . Claims 1,7,9-11,21, 26, 29, and 30 rejected under 35 U.S.C. 1 03(a) as being 
unpatentable over Halskov (WO 81/02671) in view of Valducci (US 2002/0034541 A1). 

The claimed invention is an oral pharmaceutical formulation in the form of a 
granulate, a coating, and a sachet, wherein the granulate comprises a pharmaceutical^ 
acceptable binder and more than 80% by weight of mesalazine or a pharmaceutically 
acceptable salt thereof, and the amount of coating is adjusted to the specific surface 
area of the granulate to achieve the in vitro release characteristics: a) 5-25% of the total 
amount of mesalazine or pharmaceutically acceptable salt thereof in the formulation is 
released after 15 min; b) 30-70% of the total amount of mesalazine or pharmaceutically 
acceptable salt thereof in the formulation is released after 90 min; and c) 75-100% of 
the total amount of mesalazine or pharmaceutically acceptable salt thereof in the 
formulation is released after 240 min; when measured in a model system using a USP 
Paddle System 2 operated at 37°C with stirring at 100 rpm. 

Halskov teaches a granulate comprising 250g of 5-ASA (5-aminosalicylic acid) 
with 25g of polyvinylpyrrolidone dissolved in isopropanol (Page 11, lines 15-18). "Upon 
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evaporation of the isopropanol the resulting dry granulate is sprayed with 45g of ethyl 
cellulose dissolved in acetone (3:97 w/w) resulting in granulate particles individually 
coated with ethyl cellulose upon evaporation of the acetone" (Page 1 1 , lines 18-23). The 
calculated amount of 5-ASA (or mesalazine) is 250g/275g = 91% of 5-ASA per 
granulate. The calculated amount of 5-ASA (or mesalazine) based on the weight of the 
coated granulate is: 250g/320g = 78%. 

Halskov does not expressly teach a sachet comprising the coated granulate of 5- 
ASA (or mesalazine) or adjusting the amount of coating to the specific surface area of 
the granulate to achieve specific in vitro release characteristics when measured in a 
model system using a USP Paddle System 2 operated at 37°C with stirring at 100 rpm. 

Valducci teaches sachets and dispensers for granules or microgranules 
containing a mesalazine dosage ranging from 100 and 3000mg (Page 3, [0045]). 

It would have been obvious to one of ordinary skill in the art at the time the 
invention was made to make a granulate comprising 5-ASA (or mesalazine), 
polyvinylpyrrolidone, and coat the granulate with ethyl cellulose, as taught by Halskov, 
place the granules of mesalazine in sachets, as taught by Valducci, measure the in vitro 
release profile of the mesalazine, as established in the standard USP protocol during 
the process of routine experimentation, and produce the instant invention. 

One of ordinary skill in the art would do this because sachets for granules of 
mesalazine are routinely used in the art, as evidenced by the teaching of Valducci. 

One of ordinary skill in the art would find it obvious to modify or adjust the level of 
ethyl cellulose coating on the mesalazine granulates and test the release profile of the 
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granulates according to the established in vitro testing protocol of the USP during the 
process of routine experimentation. One of ordinary skill in the art would decrease the 
amount of coating in order to increase the release of mesalazine from the granulate. 
Conversely, one of ordinary skill in the art would increase the amount of coating in order 
to reduce the release rate of mesalazine from the granulate. The amount of coating on 
the granulate is a recognized result effective variable, i.e., adjusting the amount of 
coating affects the release rate of the active ingredient. Halskov teaches that generally, 
the release can be controlled by varying the thickness of the coating (Page 12, lines 12- 
19). Please see MPEP 2144.05. 

Regarding instant claim 1 , the limitation of a granulate comprising a 
pharmaceutically acceptable binder and more than 80% by weight of mesalazine would 
have been obvious over the granulate comprising 5-ASA (at a calculated weight percent 
of 91 % per granulate or at a calculated weight percent of 78% per coated granulate) 
and polyvinylpyrrolidone, as taught by Halskov (Page 1 1 , lines 1 5-1 8). One of ordinary 
skill in the art would modify the level of 5-ASA in the granulate during the process of 
routine experimentation and arrive at the recited weight percent of more than 80% 
unless there is evidence of criticality or unexpected results. The limitation of a coating 
would have been obvious over the ethylcellulose coating of the granulate, as taught by 
Halskov (Page 11, lines 18-23). The limitation of a sachet would have been obvious 
over the sachets for granules containing mesalazine, as taught by Valducci (Page 3, 
[0045]). The limitation of adjusting the amount of coating to the specific surface area of 
the granulate to achieve the specifically recited in vitro release characteristics would 
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have been obvious over the release profile of the granulates according to the 
established in vitro testing protocol of the USP during the process of routine 
experimentation. One of ordinary skill in the art would decrease the amount of coating in 
order to increase the release of mesalazine from the granulate. Conversely, one of 
ordinary skill in the art would increase the amount of coating in order to reduce the 
release rate of mesalazine from the granulate. The amount of coating on the granulate 
is a result effective variable, i.e., adjusting the amount of coating affects the release rate 
of the active ingredient. Please see MPEP 2144.05. 

Regarding instant claim 7, the limitation of the amount of binder would have been 
obvious over the calculated amount of polyvinylpyrrolidone (25g/275g = 9%) in the 
granulate of 5-ASA, as taught by Halskov (Page 1 1 , lines 1 5-1 8). 

Regarding instant claim 9, the limitation of the ratio of the weight of the coating to 
the weight of the mesalazine would have been obvious over the calculated ratio of the 
amount of coating per coated granulate (EC = 45g/320g = 14.06%) and the amount of 
mesalazine per coated granulate (250g/320g = 78%), i.e. 14.06%: 78% or 1 :5.55%, as 
taught by Halskov (Page 11, lines 15-23). 

Regarding instant claim 10, the limitation of the pharmaceutical formulation 
consisting essentially of mesalazine, a pharmaceutical^ acceptable binder and a 
coating would have been obvious over the granulate of 5-ASA, polyvinylpyrrolidone, and 
ethylcellulose coating, as taught by Halskov (Page 11, lines 15-23). 
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Regarding instant claim 11, the limitation of the pharmaceutical formulation 
packed in a sachet would have been obvious over the sachets for granules containing 
mesalazine, as taught by Valducci (Page 3, [0045]). 

Regarding instant claim 21, the limitation of the sachets comprising a total 
dosage amount of mesalazine would have been obvious over the sachets of mesalazine 
granules with a dosage ranging from 100 and 3000mg, as taught by Valducci (Page 3, 
[0045]). 

Regarding instant claim 26, the limitation of the in vitro release characteristics 
would have been obvious over the ethylcellulose coated granulates of mesalazine and 
polyvinylpyrrolidone taught by Halskov (Page 11, lines 15-23) in view of the sachets 
comprising granulates of mesalazine taught by Valducci (Page 3, [0045]), and test the 
release profile of the granulates according to the established in vitro testing protocol of 
the USP during the process of routine experimentation. The recited release rate of 40 - 
60% of the total amount of mesalazine after 90 min, when measured in a model system 
using a USP Paddle System 2 operated at 37°C with stirring at 100 rpm would have 
been an obvious variant based on release testing according to established USP 
protocol, unless there is evidence of criticality or unexpected results. 

Regarding instant claim 29, the limitation of Povidone as the binder would have 
been obvious over the polyvinylpyrrolidone taught by Halskov (Page 1 1 , lines 1 5-23). 

Regarding instant claim 30, the limitation of the coating comprising ethylcellulose 
would have been obvious over the ethylcellulose coating taught by Halskov (Page 1 1 , 
lines 15-23). 
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12. Claims 6 and 27-28 rejected under 35 U.S.C. 103(a) as being unpatentable over 
Halskov (WO 81/02671) in view of Valducci (US 2002/0034541 A1) and further in view 
of Augsburger et al. (US 2002/01 77579 A1 ). 

The teachings of Halskov and Valducci are stated above. 

Halskov and Valducci do not expressly teach a pharmaceutical formulation 
having a similarity factor f 2 above 30 as compared to a standard formulation having in 
vitro release characteristics such that 12% of the total amount of mesalazine in the 
standard formulation is released after 15 minutes; 50% of the total amount of 
mesalazine in the standard formulation is released after 90 minutes; and 85% of the 
total amount of mesalazine in the standard formulation is released after 240 minutes. 

Augsburger teaches an extended release granulation of a drug to achieve a 
specific drug release profile (Abstract). Augsburger also teaches that the similarity factor 
as defined by h is used to determine whether two dissolution profiles are similar and 
that an f 2 between 50 and 100 suggests the two dissolution profiles are similar (Page 8, 
[0071] -[0072]). 

It would have been obvious to one of ordinary skill in the art at the time the 
invention was made to make a granulate comprising 5-ASA (or mesalazine), 
polyvinylpyrrolidone, and coat the granulate with ethyl cellulose, as taught by Halskov, 
place the granules of mesalazine in sachets, as taught by Valducci, measure the in vitro 
release profile of the mesalazine, as established in the standard USP protocol during 
the process of routine experimentation, in view of the calculation of a similarity factor in 
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order to determine whether two dissolution profiles are similar, as suggested by 
Augsburger, and produce the instant invention. 

One of ordinary skill in the art would do this because a similarity factor is 
routinely used in the art to determine the similarity of two dissolution profiles, as 
evidenced by the teaching of Augsburger. 

Regarding instant claim 6, the limitation of the similarity factor would have been 
obvious over the calculation of a similarity factor in order to determine whether two 
dissolution profiles are similar, as suggested by Augsburger (Page 8, [0071] - [0072]). 
The limitations of the release profile (12% of the total amount of mesalazine in the 
standard formulation is released after 15 minutes; 50% of the total amount of 
mesalazine in the standard formulation is released after 90 minutes; and 85% of the 
total amount of mesalazine in the standard formulation is released after 240 minutes) 
would have been obvious over the release profile of the granulates according to the 
established in vitro testing protocol of the USP during the process of routine 
experimentation. 

Regarding instant claims 27-28, the limitations of the similarity factor f 2 above 40 
and above 50 when compared to the standard formulation would have been obvious 
over the teaching by Augsburger that the similarity factor as defined by h is used to 
determine whether two dissolution profiles are similar and that an f 2 between 50 and 
100 suggests the two dissolution profiles are similar (Page 8, [0071] - [0072]). 
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Conclusion 

13. Due to the new grounds of rejection, this action is made non-final. 

14. No claims are allowed. 

1 5. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Aradhana Sasan whose telephone number is (571) 272- 
9022. The examiner can normally be reached Monday to Thursday from 6:30 am to 
5:00 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Michael Woodward, can be reached at 571-272-8373. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 

/Aradhana Sasan/ /MP WOODWARD/ 

Examiner, Art Unit 1 61 5 Supervisory Patent Examiner, Art Unit 1 61 5 



